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- Extensions of tinne may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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Status 

1)S Responsive to cx)mnnunication(s) filed on 07 April 2006 . 
2a)[2 This action is FINAL. 2b)n This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim{s) 74-76,92-94.123.124 and 127-139 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 13 Claim(s) 74-76.92-94.123.124 and 136 is/are allowed. 

6) 13 Claim(s) 127-135 and 137-139 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the con-ection is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 
St€Mtus of the Claims 

1. This action is in response to papers filed 7 April 2006 in which claim 127 was amended. 
The amendments have been thoroughly reviewed and entered. The previous rejection in the 
OflSce Action dated 16 February 2006 under 35 U.S.C. 1 12, first paragraph are withdrawn in 
view of the amendments. The previous rejections imder 35 U.S.C. 102(b) are maintained. 
Applicant's arguments have been thoroughly reviewed and are discussed below. 

Claims 74-76, 92-94, 123-124 and 136 are in condition for allowance. 
Claims 127-135 and 137-139 are rejected. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the second paragraph of35U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

3. Claims 127-135 and 137-139 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctiy claim the subject matter 
which applicant regards as the invention. 

Claims 127-135 and 137-139 are indefinite in Claim 127 for the recitation ''the four 
bases" because the recitation lacks proper antecedent basis in the claim. 

Claim ReJecHons • 35 USC §102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this OfELce action: 

A person shsdl be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this countiy, more than one year prior to the date of application for 
patent in the United States. 

5. Claims 127-133, 135, 137-139 are rejected xmder 35 U.S.C. 102(b) as being anticipated 
by Holmes et al (WO 90/06045, published 14 Jvme 1990). 
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Regarding Claim 127, Holmes et al discloses an array of probes wherein each probe 
comprises a single-stranded portion comprising a variable region (oligonucleotide to be 
sequenced) and a double-stranded portion (oligo-dT) wherein the probes are divided into four 
subsets wherein each subset a nucleic acid base occupies a defined number of positions (e.g. 
ddATP) and all other bases (T, C, G) occupy the remaining positions (page 14, lines 1-20; page 
15, lines 15-35; and page 35, line 10 — ^page 36, line 17). 

Holmes describes a sequencing reaction using four mixtures wherein the primer and 
template are annealed to form a hybrid having a double stranded portion and a single strand 
portion. Upon extension of the primer using each ddNTP mix (e.g. "A mix"), the extended 
portion of the double strand comprises a defined number of the selected base (i.e. only one A is 
incorporated) and aU the other positions of the extended portion are occupied by (T, C, G). 
Therefore, the extended hybrid of Holmes is encompassed by the claimed. The ddNTP of 
Holmes is a nucleotide base as claimed because the absence of the 3* hydroxyl does not alter 
the base. Hence, the ddNTP is a base as claimed. 

Furthermore, prior to primer extension, the single stranded portion of the probes has 
the complement of the extension product described above. This complement comprises a 
region having a base at a defined nimiber of positions (e.g. T position complementary to the 
incorporated A) and all other bases occupy the remaining positions. 

Therefore, the hybrid, prior to extension comprises a single stranded region meeting the 
limitations of Claim 127 and the extended product comprises a double- stranded region having 
the limitations of Claim 127. 

Regarding Claims 138 and 128, Holmes et al disclose the array wherein the probes are 
fixed to a solid support via a coupling agent e.g. biotin (page 8, lines 7-11 and page 11, lines 
23-26). 

Regarding Claim 129, Holmes et al disclose the array wherein the probes are labeled 
(page 15, lines 15-35). 
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Regarding Claim 130, Holmes et al disclose the array wherein the label is a radioisotope 
or florescent molecule (page 13, line22-page 14, line 29). 

Regarding Claim 131, Holmes et al disclose the array wherein the nucleic acids are DNA 
or RNA (page 2, lines 9-22). 

Regarding Claim 132, Holmes et al disclose the array wherein the solids support is 
metal (page 4, lines 14-35). 

Regarding Claim 133, Holmes et al disclose the array wherein the soUd support is three- 
dimensional having multiple binding sites (page 5, line 19-page 7, Une 9). 

Regarding Claim 135, Holmes et al disclose the array wherein the probes comprise a 
base analog (i.e. biotintylated nucleotide at the end, page 8, lines 7-11). 

Regardiag Claim 136, Hohnes et al disclose the array wherein the double stranded 
portion includes a restriction site (page 18, lines 32-37). 

Regarding Claims 137, Holmes et al disclose the array wherein the probes are fixed to a 
soUd support via a coupling agent e.g. biotin (page 8, lines 7-11 and page 11, lines 23-26). 

Regarding Claims 138, Holmes et al disclose the array wherein the probes are fixed to a 
solid support via a coupling agent e.g. biotin (page 8, lines 7-11 and page 11, lines 23-26). 

Regarding Claims 139, Holmes et al disclose the array wherein the probes are fixed to a 
soUd support (page 8, lines 7-11 and page 11, fines 23-26). 

Response to Argument 
6. AppHcant states that the claims, as amended, define the incorporated base as one of 
four bases and asserts that one of skill in the art would recognize that the four bases include 
RNA nucleotides (A, U, C, G) or DNA nucleotides (A, T, C, G). Appficant's assertion is noted 
but is not foimd convincing. First, AppUcant has not provided any evidence that one of skill 
in the art would recognize the asserted limitations. Therefore the assertion is deemed 
arguments of coimsel. 

The arguments of coimsel caimot take the place of evidence in the record. In re Schulze, 
346 F.2d 600, 602, 145 USPQ 716, 718 (CCPA 1965) (see, MPEP 716.01(c). 
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Furthermore, it is noted that Applicant lists 5 nucleotide bases (A, U, T, C, G) that meet 
the limitations of the claims. Therefore, Applicant's arguments are not coromensurate in 
scope with the claimed four bases. 

Additionally, as stated above, the probes of Holmes, prior to ddNTP incorporation 
contain a single stranded portion having the complement to the subsequently extended 
portion. This complement does contains a selected base a defined number of positions (one) 
complementary to the incorporated ddNTP. Therefore, the hybrids of Holmes are 
encompassed by the claimed probes. It is noted that the claims do not define the selected 
nucleotide base as being part of the single stranded or double stranded portion. For this 
additional reason, the probes of Holmes are encompassed by the claimed probes. 

7. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time policy 
as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed xmtil after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
win expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the maiKng date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 



Conclusion 

8. Claims 74-76, 92-94, 123-124 and 135 are firee of the prior art and may be placed in 
condition for allowance following resolution of the above rejections. 
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9. 



Any inquiry concerning this communication or earlier communications from the 



examiner should be directed to BJ Forman whose telephone number is (571) 272-0741. The 
examiner can normally be reached on 6:00 TO 3:30. 

If attempts to reach the examiner by telephone are imsuccessful, the examiner's 
supervisor, Ram Shukla can be reached on (571) 272-0735. The fax phone number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for impubUshed 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EEC) at 866-217-9197 (toll-free). 



Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) csin now contact the USPTO's Patent Electronic 
Business Center (Patent EBC) for assistance. Representatives are available to answer your questions 
daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the 
number of pages and the specific nature of the problem. The Patent Electronic Business Center will 
notify applicants of the resolution of the problem within 5-7 business days. Applicants can also check 
PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is 
a complete service center supporting all patent business on the Internet The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables 
applicants to view the scanned images of their own application file folder(s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 



BJ For^tan, Ph.D. 
Primary Exanainer 
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